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BRET Sensor Architectures 
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BRET sensors are depicted for 
permissive and non-permissive binding 
states of the target molecules. 
Binding may be modulatedby varying 
temperature or ionic strength. 
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Utilization of advantageous GFP surfaces with 
substituted fluorophores 
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83 


Pt-GFP 


GGPLPFAFDIVSIAFQYGNRTFTKYPDDIA-- 


83 


RR-GFP 


GAPLP F AFD I V S VAF S YGNRAYT GYPEEIS-- 


80 


CFP484 


: GAPLPFS YDILSNAFQYGNRALTKYPDDIA- - 


83 


drFP583 


GGPLPFAWDILSPQFQYGSKVYVKHPADIP-- 


80 


asFP595 


: GGPLPFAFHILSTSCMYGSKTFIKYVSGIP-- 


: 77 


dsFP483 


: GGPLPFGWHILCPQFQYGNKAFVHHPDNIH- - 


: 80 


amFP486 


: GGPLAFSFDILSTVFKYGNRCFTAYPTSMP- - 


: 82 


zFP506 


: GGPLPFAEDILSAAFNYGNRVFTEYPQDIV- - 


: 80 


zFP538 


: GGPLPFSEDILSAGFKYGDRIFTEYPQDIV- - 


: 80 



FIG. 4 



mm.i,*.k r,nKMAii » Hilt & rtlCAULIFFE LLP 
Shoot 5 nf/S 

Title: REN I L LA REIN FORM IS FLUORESCENT PROTI 
NUCLEIC ACIDS ENCODING THE FLUORESCE^ 
PROTEINS AND THE USE THEREOF IN 
DIAGNOSTICS, HIGH THROUGHPUT SCREENING 
AND NOVELTY ITEMS. 
Applicant: Bryan et aL Our Docket No.: 24729-0128 
Serial No. 09/808,898 Filed: March 15, 2001 




^CN CM 0> 

cm co cn cm 



m oo oo m 
o> cr* ctn 



o 





M fn 




• -1 


> • 




n . • . 




< • 












hJ • 








3 : 


d d 


O • 




W • 




H * 




f> • 





CO* - 



jZj jS PS 



Is 



t-J • • >* 

O M • > Pli 

WWW : 
o • • • 

X3 • * • 



,co h 



I — ! 



!>f>K 



S S3 53 



O ^ • CO 2 

■ CN M p> <tj fir 

CO CO 




was 
<: w w co 

»— 3 " • CO 
P H > pd 

2q§ • 
i W Pi i 

I .CO S 1 



hJ [j^, pL, [JL, 

W co a > X 
W -PdM'x 

Cm >* • 

§ M M W X 
^_ : : 3 
^tf WW 

> >H >H >H 
M > PC * 



o „ 

CM O Q P 
H Q W 



co a 

M * 



CJ 



w & & h x 

> M M . 
HMOH X 



Q 

>H • Cn 

p^ * • a 

o a H - > X 



' F ' -is 

S ^ i*< 

Tn • • • 



M > W 



EL _ . 

WPPP 
o w a O <3 




co cycyc? 



CM Cn 



Li 



>H O 

JO 



H Ci> 

H W W > 

> • • Pm 

Ph > O < 

o o 




>H >H J 

o > • 

M • Q PC 

O > > M 



O • • • 

M > > W 
o > hJ 

VO CO > > > 
r-4 H O O O 

> S co p» 

#^ 

_CO t> 



X 



X 

o 



ml 



>-* En P*H EH 




Q S Q 
. Q co co X 

Q£5 pL, PL, pL| 



CO OO 00 

cn cn co cm 

CM CM CM CM 



CO 



M Pk PL, 

* IW > -I 

L gw^ o 

H CO • O 
CO H H PC O 

ffi S ' 




I I 1 — I 
O fn Pn H 
co O • >h 
< O O Q 
* H Q W W 

P wws 

> • • PC 

jH CO | 



> CxJ M Q 

5 • -wo 

PC • • CO 
OC7 • S Q O 
O M • • > 



3 
O 

cd cn 
co oo 
o m 

(X, 
•r-l m 

, .+-» n 

PM X) 



o 

•r-l 



0) 

u 



o 

M-l 



•H 
0) 
V-i 
0) 



o 

cn 
co oo 
fC t— i o m 

0) 0 l-l PL, 

U 6 -H Pn 

I 1-^ M 
pci pm 



o 

cd cn 
co oo 
o m 
— I Pm 
H Cn 

pej p^ Pn xl 



O 
M-l 
•H 

d 



<U 
0) 



o 

•H 

JC 
0) 

P^ 



o 

cd cn 
co oo 
O in 
— ' Cn 
_ 'H Cn 

paS Plj 



cu 

CD 



% 



HELLER EHRMAN WHITE & MCAULIFFE LLP 
Shoot 6 of 6 

^Title: REN I L LA RE IN FORM IS FLUORESCENT PROTEINS, 
NUCLEIC ACIDS ENCODING THE FLUORESCENT 
PROTEINS AND THE USE THEREOF IN 
DIAGNOSTICS, HIGH THROUGHPUT SCREENING 
AND NOVELTY ITEMS. 
Applicant: Bryan et al.. Our Docket No.: 24729-0128 
Serial No. 09/808,898 Filed: March 15, 2001 




rNOOoosr^Ni^oor^ooNN 



Si I I I I I I I I I I I 

SMMMMMMMMSl-'M 

Kpqwqo2;oocooo 

PhPhPhPuPhPhPhPhE>PhPhPh 



CMHp- ICOOOOOOOHinOCMCM 



o >h >h >* pq pc 
oo p$ u >4 o ^ ^ 

P4 PL4 *M bH 

C-> H H «! > . 

o*ps! ots p2 ^ ^ 
>2!z;!ziWco 




pM pM U-t pt4 

HUH> 

. SiJ Ofi! p£j p4 



oooooooooooo 
co oc/co c/c/c/cys 
h <j < < cyo*cy<j; co > o «; 

HPhM>P-iPhP-,£5HH<:< 

>www wwu w wwww 

,J>>>hJi-3i-Ji-3iJi-3iJiJ 
HMMMMMMMMMMM 

>fcP^pC l L*<pt ( ptHp*|pfc|fXHpL«p«H 
OPhPhPhPhPhPhPhPhPh<EPhPh 

S^PLiPhPuPhPhPhPhPhPhPhPh 

I I I I I I W I 55 w w 
i i i <j i <!h> 
W X > > 
HpUO 

tnHHHiJMiJiJHhHH 
^>2>>>>ijgw i i 




pL| P-| PL) P-« P-t PU 

cyj*; 25 ^ >h 



a -55 HPCKHHHH^!^ 

o < r ■ ^ --------- 

<rp:. _ _ 

WUi^WWW^WWZHH 

oooooooooooo 

WOPM>WWt^W^WWW 

oooooooooooo 



. , J H H H H U [ 

iooooooooa 




OOOOOOnvOONHN^Hi-l 
CMCVJOJCNJCMCMCMOJCXJCMCMCM 



! E> E> co 



>>>>HHH 



C3 cj> cj> 




i W W i 
i ffi PC Ph 

« hJ hJ 
>h CO CO CO 

-I Ph Ph M 



I I I I 

I 1 I I 

I I I I 

I I 25 I 

W i W t 

. p> i e> i 

P-i Ph OCO Px« 



; o^csooo ^p4 _ _ _ 
pq i i i i i i i i i i i 

H 3 2 2 2 2 2 

SPhPhPhPhPhPhPhPhPhP-iPh 

oooooooooooo 




....... .w 

. PC W 5m EC 
O'O'O'O'O'W 

££££££ 

I I >« M > >4 

I I I I I I 
tn Pn O H >< 

O co co >« H 

o o <: o o w 
w w o 25 § o 

> > > 03 PC 53 
>h 25 CO CO 25 
H H H H H 3 



H H H 

>P>s5 
s4 o co S 
i i i 

- O <5 < 
_ W P Q 
Q > Q CO CO 

pc w _3 pti ps 




Era 

. PH pL| pt4 

o o o o 
<J < w w 

pn Ph pH P-i 

(JL, ft, J** Ua 
CO CO CO CO 

cyc/cyi-3 

H > |J ^ 

pt| pfc< pt< 

>H >4 >H , 

O QO O 

CO <J CO Ph 

till 



t*4 . 

O O 
W W 
Ph Ph 
Ph P*4 
CO CO 




co H co _ _ 

ooooo 
w wp<3< 

Ph Ph Ph Ph Ph 

CO CO <J CO CO 

O'O'O'SS 25 

& s4s4 2 2 

p&4 p4 flH pt4 pL| 
^H 

^OPPP 



oooooooooooo 

OCOCOHQOOOOOOQ 
tq C2 W W W Ph 2 



SPhPhI 
i 



I 




<u o u a) 

m J-i n o oj M 

MH 03 *H OO ON 00 OX OO CO vO 

0«— « o c inm<r oom<r ono o i— i 

^3f-H<UpHpHPH-*PHpHirim 3 3 

CT0-H J-iPmP^P^Pm^^PmP-, cT0 

^P^pH^'d'O'd O (Q N N <Jpi 



o 

•H 00 
<U Ph 



ON OO «J* ON OO 00 VO 

m<r oo m<j-rno 
Ph Ph <r Ph Ph m m 
Cx4 pen Ph P*h pEj Ph Ph 

U W Cxh « fi Pti CtH 

-dT) o cd cd n m 



QJ O fi 



flj M M O 

a) o) tom nncn m\o 

MH CO*HOOO\00<rONCOCOvO 

o i—i O C^^O"oo^<rno 

- 0 a)pHpHPH-d-pHpHmio 

crS*H JhP^P4P*hPhP4ChPhPh 
0) iVlVlCQpCHCOSpLtpb. 

<; pel t3 t3 t3 a cd cd n n 



